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The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. All rejections and objections not repeated below are hereby withdrawn. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible 
for continued examination under 37 CFR 1 .1 14, and the fee set forth in 37 CFR 1 .17(e) has 
been timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 
CFR 1.114. Applicant's submission filed on 1/7/02 has been entered. Claims 20-24, 26, and 31 
are pending. 

Response to Arguments 

The declaration and arguments filed 1/7/02 have been fully considered but are not 
persuasive for the following reasons: 

In response to applicant's arguments in the response and declaration filed 1/7/02 that 
the MacConkey agar of LIBMAN is not a uropathogenic specific medium because it fails to allow 
for growth of primary gram negative urinary pathogens, it is noted that there is no evidence to 
support this statement. It appears from the statement of the declaration that the conclusion for 
lack of growth is based on lack of detection of a signal from a single fluorogenic substrate in 
MacConkey agar. As supported by the teachings of CARR et al. (US 5,064,756, col. 4, lines 
53-56), it is known that poor fluorescence can result for a variety of reasons, even in the 
presence of growing microorganisms. It is also known in the art that some combinations of 
medium or sample and fluorophores can result in poor fluorescence (i.e. the signal can be 
"damped" by the composition of the medium and/or sample). Thus, it is unclear whether 
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MacConkey agar did not support growth of microorganisms, as alleged by applicants, or 
whether microorganismal growth occurred, but the fluorescent signal generated was 
weak/inhibited such that the growth was not detected. The fact that growth was detected in 
some samples indicates that microorganismal growth is supported, but was not detected in 
some samples. The CHEN declaration does not provide evidence that MacConkey medium is 
not a uropathogenic specific medium (i.e. one which allows for growth of primary gram negative 
organisms responsible for 85-90% of urinary tract infections), only that the combination of 
MacConkey agar and MUP does not "work" as well as the medium disclosed in the instant 
specification for performing the claimed method. It is noted that evidence for unexpected results 
must be shown for elements of the claimed invention. The composition of the medium used for 
comparison to MacConkey agar in the CHEN declaration of 1/7/02 is not recited in the claims. 
The medium claimed is a uropathogenic specific medium, which is defined functionally in the 
specification. MacConkey agar, as taught by LIBMAN, meets the functional definition, as 
previously set forth and maintained. The evidence of the declaration, that MacConkey agar can 
be used for at least some samples to detect urinary pathogens and determine antibiotic 
susceptibility, indicates that MacConkey agar is a uropathogenic specific medium. It is noted 
that while the declaration states that MacConkey agar gave some "false negative" results, there 
is no indication that MacConkey agar gave "false positive" results (i.e. indicated growth of 
uropathogens in samples with non-urinary pathogenic organisms or no microorganisms), 
therefore the results of the declaration support the specificity of MacConkey agar for 
uropathogenic growth and detection. Applicant should note that the rejections set forth below 
do not recite MacConkey agar. The medium recited in the rejections herein is one comprising 
signal generating substrates and which allows for selective, differential detection of common 
gram-negative uropathogens. 
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Claim Rejections - 35 USC § 103 

Claims 20-24 and 31 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
JOHNSON (US 4,077,845) in view of LIBMAN etal. (US 4,046,138) and THALLER etal. (J. 
Clinical Microbiol. (4/1988), vol. 26 (4), pp. 791-793). 

Applicants arguments with respect to claims 20-24 and the CHEN declaration filed 
1/7/02 have been fully considered but are moot in view of the new ground(s) of rejection. 

Claim 20 recites a method to simultaneously detect and determine the susceptibility of 
urinary pathogens to antimicrobial agents comprising (a) providing a multicompartment assay 
device with at least one compartment comprising a growth medium (capable of sustaining 
growth of total microbial organisms), at least one compartment comprising a uropathogenic 
specific medium (UTI medium) and at least one compartment comprising an antimicrobial 
susceptibility interpretation medium comprising an antimicrobial agent (interpretation medium), 
(b) placing a portion of the sample in each type of compartment, whereby metabolism of a 
signal generating substrate and production of a signal in the growth medium compartment 
indicates the presence of total microbial organisms, metabolism of a substrate and production 
of a signal in the UTI medium indicates the presence of uropathogens, and metabolism of a 
substrate and detection of a signal in the interpretation medium indicates that the organisms 
lack susceptibility to the antimicrobial agent in the interpretation medium, and (c) examining the 
compartments to determine the presence of uropathogens in the samples and susceptibility 
thereof to antimicrobial agents. Claim 21 limits the sample to urine. Claim 22 limits the 
organisms detected to primary gram negative urinary pathogens. Claim 23 limits the pathogens 
of claim 22 to Enterobacteriacae. Claim 24 limits the pathogens of claim 22 to be selected from 
E. coli, Klebsiella spp., Enterobacter spp., Proteus mirabilis, Proteus vulgaris, Morganella 
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morganii, Providencia retteri, and Acinobacter spp. Claim 31 limits the signal generating 
substrate of the method to be fluorogenic or chromogenic. 

JOHNSON teaches a process (method) for detecting and determining the susceptibility 
of specific microorganisms to antibiotics wherein a clinical (urine) sample is added to separate 
wells of a microtiter plate, which wells comprise a selective culture medium or blends of the 
selective culture medium and known antibiotics, the plate is cultured, then the wells examined 
for growth of microorganisms (col. 10, line 45-col. 12, line 2 and col. 7, lines 33-36). JOHNSON 
further teaches that his method and device may be used to analyze urinary pathogens, 
specifically Escherichia co//, Klebsiella, Enterobacter, and Proteus spp. (col. 3, lines 31-36). 
JOHNSON teaches that his sample may be urine, blood or spinal fluid, and that growth in 
individual growth wells permits a positive test for indication of organisms (col. 7, lines 39-46). 
JOHNSON does not specifically teach a medium capable of sustaining growth of total microbial 
organisms nor a medium comprising a fluorogenic or chromogenic substrate. 

LIBMAN teaches a device and method for detecting contaminating microorganisms 
(pathogens) in a urine sample wherein the sample is cultured on two or more different media, 
selective and nonselective (col. 3, lines 64-67). LIBMAN teaches that his nonselective media 
supports growth of urinary pathogens and contaminants. 

THALLER teaches a selective, differential medium to screen for common gram-negative 
urinary tract pathogens (abstract), wherein the medium is inhibitory to growth of gram-positive 
organisms (p. 792, right column). THALLER teaches that metabolism of chromogenic and/or 
fluorogenic substrates in her medium can produce detectable signals whereby urinary 
pathogens are detected (p. 792, left column and Table 1). THALLER specifically teaches that 
microorganisms detected using her medium include E. coli, Klebsiella species, an Enterobacter 
species, Proteus species, Morganella, and Providencia (Table 1). THALLER teaches that her 
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medium provides several improvements over other selective media used in methods of 
detecting urinary pathogens (p. 792, right column). 

It would have been obvious to one of ordinary skill in the art at the time of invention to 
include the nonselective medium of LIBMAN in the method of JOHNSON where the motivation 
would have been to provide a positive control for microorganismal growth, as suggested by 
JOHNSON. It would also have been obvious to use the selective medium of THALLER as the 
selective medium in the method of JOHNSON where the motivation would have been to 
"analyze very selectively" for organisms causing an infection (JOHNSON, col. 3, lines 31-35) in 
order to presumptively identify the causative organisms in order to determine an appropriate 
course of treatment, as suggested by both LIBMAN (col. 2, lines 48-53) and JOHNSON (col. 3, 
lines 30-39). One would also have been motivated to use the selective medium of THALLER in 
the method of JOHNSON and LIBMAN because it is an improvement over other selective 
medium such as that taught by LIBMAN. One skilled in the art would reasonably have 
expected success in incorporating the selective and nonselective media of THALLER and 
LIBMAN in the method of JOHNSON because JOHNSON teaches sustenance of growth of total 
microbial organisms, which implies use of a nonselective medium, and because JOHNSON 
specifically teaches use of selective media. One skilled in the art would also have reasonably 
expected success in using the T-mod medium of THALLER as a selective medium in the 
method of JOHNSON because the THALLER specifically teaches that her medium is a 
selective, differential medium which may be used to successfully detect and identify gram- 
negative microorganisms in urine samples (p. 791). 
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Claim 26 is newly rejected under 35 U.S.C. 103(a) as being unpatentable over 
JOHNSON (F) in view of LIBMAN et a/. (H) and THALLER ef a/. (J. Clinical Microbiol. (4/1988), 
vol. 26 (4), pp. 791-793) as applied to claim 20 above, and further in view of BROCCO (E). 

Applicant's arguments with respect to claim 26 have been considered but are moot in 
view of the new ground(s) of rejection. 

Applicant claims a method of simultaneously detecting urinary pathogens in a biological 
sample and determining susceptibility of the pathogens to antimicrobial agents, as set forth 
above. Applicant further limits the antimicrobial agents to amoxicillin, clavulanic acid/amoxicillin, 
or enrofloxacin. 

JOHNSON in view of LIBMAN and THALLER make obvious a method of simultaneously 
detecting target microorganisms in a biological sample and determining susceptibility of the 
microorganisms to antimicrobial agents using a nonspecific medium and a medium specific for 
urinary gram negative pathogens, as set forth above. JOHNSON in view of LIBMAN and 
THALLER do not specifically teach amoxicillin, clavulanic acid/amoxicillin, or enrofloxacin. 

BROCCO teaches a method of determining susceptibility of uropathogens, to amoxicillin 
and a clavulanic acid mixture (p. 5, line 8-p. 6, line 7 and p. 9, line 4-p. 10, line 15). 

It would have been obvious at the time of invention to include the amoxicillin and 
clavulanic acid of BROCCO as antimicrobial agents in the method of JOHNSON in view of 
LIBMAN and THALLER where the motivation would have been to test susceptibility of 
microorganisms, specifically urinary pathogens, to any known antibiotic or mixture of antibiotics, 
as suggested by JOHNSON, in order to determine an appropriate course of treatment for a 
subject infected with the microorganisms. 
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Conclusion 



Claims 20-24, 26, and 31 are rejected. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Marjorie A. Moran whose telephone number is (703) 305-2363. The 
examiner can normally be reached on Monday to Friday, 7:30 am to 4 pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (703) 308-4028. The fax phone numbers for 
the organization where this application or proceeding is assigned are (703) 308-4242 for regular 
communications and (703) 872-9306 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to a patent analyst, Tina Plunkett, whose telephone number is (703) 305- 
3524. 



Marjorie A. Moran 
Examiner 
Art Unit 1631 




March 25, 2002 



